(DMARDs) in patients with rheumatoid arthritis (RA), treatment adoptions are recommended if no improvement in disease activity is seen within 3 months, or if the treatment target has not been reached by 6 months.
1 A pooled analyses from several pivotal RCTs showed that RA patients who did not achieve a minor treatment response by 3 months were unlikely to reach the treatment target by 6 months.
2

Objectives:
To examine what level of treatment response is needed after 3 months of therapy in order to achieve the treatment target of remission (REM) or low disease activity (LDA) by 6 months in a routine clinical setting. Methods: Data were provided by NOR-DMARD, a prospective, multicentre, observational study. We selected RA-patients enrolled between December 2000 and November 2012, who were biological DMARD-naïve and had a moderate or high disease activity (MDA or HDA, respectively) according to the Simplified Disease Activity Index (SDAI) when initiating therapy. All analyses were performed for the total group of included patients (n=1610), as well as for the following sub-groups: disease duration over (n=895) or under (n=681) 12 months, baseline SDAI MDA (n=825) or HDA (n=785), DMARD-naive patients starting methotrexate (MTX) (n=537) and patients starting tumour necrosis factor inhibitor (TNFi) (n=248). We used a diagnostic test approach, created receiver operating characteristic curves and generated sensitivities, specificities and likelihood ratios (LRs) for all improvement cut-points (0-100%) at the 3-month visit. Furthermore, we tested the ability of established response criteria (SDAI 50/70/85 response) at 3 months to predict the desired target of SDAI remission or SDAI LDA at 6 months. Results: At inclusion median (IQR) disease duration was 2 (0.2-8.8) years and mean (SD) SDAI was 28.3 (12.8). At 6 months 46.8% of all patients had achieved LDA and 10.8% had reached remission. Not achieving a minor treatment response (SDAI 50% response) by 3 months was associated with decreased probability of reaching remission at 6 months (LR-0.27), but gave little prognostic information regarding the probability of reaching LDA (LR-0.49). Patients with HDA at baseline who did not achieve at least 50% improvement in disease activity by 3 months had very low probability of reaching the treatment target by 6 months (LR-0.15 for remission and LR-0.30 for LDA). SDAI 85% response at 3 months was predictive of reaching the treatment target at 6 months (LR+ 6.56 for remission and LR+ of 6.45 for LDA). For the total group of patients, a reduction in SDAI of 60.2% was needed at 3 months to predict LDA at 6 months with 80% specificity, while 69.2% improvement was necessary to predict remission.
Conclusions:
These results from a routine clinical setting confirm results from RCTs demonstrating a predictive association between treatment response at 3 months and achievement of the treatment target by 6 months in RA-patients. Assessments at 3 months can inform clinicians to continue or adjust ongoing DMARD-therapy in a treat-to-target strategy aiming for remission or LDA by 6 months. Background: Early and aggressive targeted treatment with disease modifying anti-rheumatic drugs (DMARDs) has been shown to lead to substantial reductions in disease activity (1,2) and radiologic damage in patients with early rheumatoid arthritis (RA) (3,4). Objectives: The aim of this study was to compare the first-year radiographic progression rates between a treat-to-target (T2T) strategy with initial combination therapy (strategy II) versus an initial step-up monotherapy (strategy I). Methods: A total of 128 patients from strategy II was individually matched with 128 patients from strategy I on sex, age (± 5 yrs.) and baseline disease activity (± 0.5 on the DAS28). Differences in radiographic progression scores and the number of patients experiencing a minimal clinically important difference (≥5 SHS points; MCID) between both strategies were tested with Mann Whitney U test and chi-square test. Next, linear and logistic regression analyses were performed to examine which baseline variables were associated with radiographic progression scores and the probability of experiencing an MCID within 1 year. Results: Patients with initial combination therapy had slightly higher baseline disease activity scores and pain scores, but better mental health scores. Patients with initial monotherapy had significantly more, and more frequently clinically relevant, radiographic progression after one year. Experiencing a MCID was associated with fewer tender joints (p=0.05) and higher ESR (p=0.02) at baseline.
Conclusions: Excellent radiographic outcome was achieved for patients treated according to a protocolled T2T strategy in daily clinical practice. Patients treated with initial monotherapy had significantly more short-term radiographic progression than patients treated with initial combination therapy. using MEDLINE and focusing on articles published from inception to January 2017. The search strategy combined the thesaurus (MeSH) and expanded keyword searches of two concepts: RA and treatment adherence. Inclusion criteria included observational studies and clinical trials examining potential factors associated with nonadherence. Exclusion criteria included articles not in English or without online access and those with a focus on forms of therapy other than medication. Agreement between raters at the screening stage was high (97%, kappa=.87). Results: The primary search yielded 1411 papers, from which 75 were eventually identified as suitable for full review (Figure) . Of the 75 papers, 65 were based on observational studies and 10 on clinical trials. Factors associated with nonadherence were broadly categorized into patient-related factors (socio-demographic factors, patient perceptions [beliefs/knowledge/attitudes]), disease-related factors (disease duration/severity, comorbidities, functional disability) and treatmentrelated factors (drug type/ method of administration/duration/regimen complexity, combination therapy). The majority (70% of all included studies) of studies reported significant associations between patient-driven factors and nonadherence. Adherence was found to be negatively associated with socioeconomic status, health literacy, and beliefs/perceptions/knowledge of the disease and treatment. Studies reported poorer mental health state (n=6) and greater disability/pain (n=7) to be implicated in nonadherence. Disease duration was largely non-significant in treatment adherence, although a few studies reported a negative correlation (n=3). Combining biologics with DMARDs was associated with improved adherence. However, considering non-biologic DMARDs only, adherence rates were higher amongst monotherapy users. One study identified polypharmacy to be negatively associated with adherence. Drug side effects were associated with nonadherence (n=7).
Conclusions: Patient-related factors including personal perceptions were among key contributors to nonadherence to medication in RA patients. This highlights the need for addressing patient-driven perceptions, along with disease and treatment
